Lesogaberan, a GABA(B) agonist for the potential treatment of gastroesophageal reflux disease.
Lesogaberan, under development by AstraZeneca plc, is a GABA(B) agonist for the potential treatment of gastroesophageal reflux disease (GERD). In vitro, lesogaberan was an efficient GABA(B) agonist and was taken up by GABA(B) receptors, thereby maintaining low extracellular levels of lesogaberan in the CNS and avoiding the serious CNS side-effect profile of the GABA(B) agonist baclofen. In phase I and IIa clinical trials, lesogaberan treatment was well tolerated, and resulted in a substantial reduction in reflux episodes by decreasing the frequency of transient lower esophageal sphincter relaxations. At the time of publication, a phase IIa trial was ongoing in patients with GERD that was partially refractive to standard proton pump inhibitor (PPI) therapy. Lesogaberan may have potential to be used as an add-on therapy to PPIs. However, the safety, efficacy and advantages of lesogaberan compared with existing therapies remain to be established in phase IIb and III trials.